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1 Executive Summary 


The use of fixed dose combinations (FDC) in antiretroviral therapy (ART) has 
several known advantages, particularly in resource-limited settings, both in terms of 
improved health outcomes and maximising value for money. 


The present working paper analyses the extent to which there may be intellectual- 
property-related barriers to the development and greater uptake of affordable FDCs 
in low- and middle-income countries (LMICs). It provides an overview of such 
potential barriers with respect to three types of FDCs, namely, those that are already 
on the market, those that are currently under development, and those that could 
potentially be developed in light of WHO’s current treatment guidelines. It includes 
75 countries for which patent data was available, accounting for approximately 85% 
of people living with HIV. 


According to the analysis in this paper, of the 11 WHO-recommended FDCs that are 
currently on the market, there may be patent barriers for the procurement of 
generic versions in certain LMICs in relation to 9 of them. Further, there appear to 
be patent barriers in a several LMICs for the use of all FDCs that are currently under 
development. 


The analysis conducted offers four broad conclusions: (1) patents on individual 
compounds, on various secondary features of those compounds, or on combinations 
of compounds, may pose significant challenges to the development and uptake of 
existing and future FDCs in many LMICs; (2) the potential barriers vary between 
FDCs, and are stronger in relation to FDCs that are currently under development (i.e. 
for the next generation of products) but also exist in relation to existing FDCs; (3) 
the lack of publicly available, fully searchable and regularly updated information 
regarding patent status in many countries creates significant legal uncertainty 
regarding countries’ ability to produce or procure generic FDCs; and (4) despite the 
existence of potential patent barriers to the uptake of FDCs, licences and other 
mechanisms have made it possible to overcome such challenges for certain products 
in some countries, but not for others. More widespread public-health oriented 
licensing, such as through a mechanism like the Medicines Patent Pool, would be 
important to overcome intellectual-property related barriers to the development 


and use of FDCs. 


2 Introduction and Scope of the Paper 


provides an overview of the intellectual property (IP)- 
lopment and uptake of fixed-dose combinations (FDC) 
in 75 low- and middle-income countries (LMICs) for which patent data was 
available. An FDC comprises two or more active ingredients combined into a single 
dosage form. The paper focuses on World Health Organization (WHO)?- 
recommended FDCs that are currently on the market as well as those that are under 
development or that could potentially be developed given WHO’s 2010 treatment 


guidelines. 


The present working paper! 
related challenges to the deve 


The scope of the paper is limited to IP-related challenges in LMICs. Other potential 
challenges to the development or uptake of FDCs, or IP-related challenges in high- 
income countries, are beyond the scope of this working paper. 


3 Fixed Dose Combinations, ARVs and Patents 


3.1 Benefits of FDCs in antiretroviral treatment 


Treating HIV with FDCs has several known advantages, particularly in resource- 
limited settings, as has been recognised by the WHO for at least a decade’. Single- 
tablet FDCs “improve the reliability and security of supplies, reduce the number of 
pills, simplify the dosing regimen, are easier to take, enhance adherence, reduce the 
potential for inappropriate sharing of drugs and ensure that the correct dosage of 
each component is taken" (Nachega, et al 2011). In addition, ARVs formulated as 
FDCs have been shown to be consistently cheaper than the sum of the price of each 
individual component, thus offering significant potential cost savings when 
treatment regimens are procured as FDCs (Waning, et al 2010a). WHO treatment 
guidelines recommend that national treatment programmes take into account 
whether a particular regimen is available as an FDC when choosing among various 
recommended regimens of similar efficacy (WHO, 2010). 


3.2 Impact of patents on accessibility of ARV FDCs 


One of the first triple combination FDCs for HIV treatment was developed by the 
Indian generic pharmaceutical company Cipla in 2001.4 This triple combination ARV 
regimen, comprised of stavudine, lamivudine and nevirapine, became a key 
component of the massive scale-up of antiretroviral treatment in the developing 


* The paper is based on a report prepared for the Global Fund Mark i wes 
et Dynam d 
(MDC) Ad Hoc Committee in September 2011 yaarmes and Cormmcdiues 


2 See, WHO (2010) 


* See, for example, WHO, Essential Medicines: WHO Model Li 
, , ; st (2002) and WHO, S 
Antiretroviral Therapy in Resource-Limited Settings (2002). tae 


* Hindu Business Line (2001) http://hindu.com/businessline/2001/08/07/stories/020751zb.htm 
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world in the years following. In developed countries, three separate originator 
companies (Bristol Myers Squibb, GlaxoSmithKline (now ViiV Healthcare) and 
Boehringer Ingelheim) held the patents on each component of this FDC. However 
because India at the time did not grant product patents on pharmaceuticals Gipla 
and other Indian pharmaceutical manufacturers were able to freely combine these 
and other ARVs into FDCs and export them to other countries where there were no 
patents in force. By 2011, the robust competition among these producers resulted in 
a 99% reduction in the price of the most widely used first line regimen from the 
price of the equivalent originator products in 2001 (MSF 2011). 


However, the global intellectual property landscape has changed significantly since 
2001. In 2005, India amended its Patents Act to come into compliance with its 
obligations under the TRIPS Agreement. With developing countries now legally 
bound under the TRIPS Agreement to make available product patent protection on 
pharmaceuticals®, the ability of developing countries to manufacture or procure 
FDCs has become more uncertain. Moreover, the future ability of major generic 
manufacturers to make FDCs combining newer, more broadly patented ARVs, is far 
from certain. 


An FDC, by definition, comprises two or more active ingredients combined into a 
single dosage form. A patent on a single compound contained in an FDC may block 
the generic production of the entire FDC, even if the other compound(s) are not 
patented. In many jurisdictions, subsequent patents relating to various secondary 
features of each compound, or covering the combination itself, may pose barriers to 
generic production. Difficulty in obtaining even the most basic information relating 
to whether a patent is in force in a developing country adds an additional layer of 
complexity that may result in sub-optimal procurement or production decisions. 
The following provides a brief summary of the types of patent-related challenges 
that may exist as they relate to the ability of countries to produce or procure lower- 
cost generic FDCs for HIV treatment. 


3.2.1 Compound and secondary patents 


Each compound in an FDC may be covered by a patent relating to the active 
ingredient itself. This form of patent protection, where it exists, represents the most 
significant barrier to generic production, as "they are infringed by making the drug 
product, almost by definition; otherwise bioequivalence is lacking” (Hemphill & 
Sampat 2011). However, for several of the older ARVs recommended by the WHO, 
the compound patent has expired, is nearing expiry, or was never granted in 
countries that did not permit the patenting of pharmaceutical products. This list 


—————— 
Yale University and exclusively licensed to BMS. 


LDCs) that may choose to take advantage of an 
harmaceutical product patents until at least 2016. 


5 The main patent claiming d4T was owned by 
6 A key exception is least-developed countries ( 
extension of the transition period to introduce p 
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includes, for example, abacavir, lamivudine, emtricitabine, zidovudine, tenofovir 


and nevirapine. 


The expiry of the compound patent, however, may not always clear the path mf 
immediate generic production. Pharmaceutical companies regularly file for an : 
obtain subsequent patents on various secondary features of a drug. An inquiry by 
the European Commission in 2009 concluded that “filing numerous patent 
applications for the same medicine... is acommon practice," and that an important 
objective of this approach is to delay or block the market entry of generic 
medicines” (European Commission 2009). This appears to be an increasing trend in 
the pharmaceutical industry; a recent study showed that in the United States, drugs 
approved from 2000 to 2002 have an average of 3.9 patents per drug, as compared 
to an average of 1.9 patents per drug among those approved between 1985 and 
1987 (Hemphill and Sampat 2011). 


These "secondary" patents do not cover the active molecule itself, but various other 
features of a drug, for example: a particular salt form, a specific dosage form, ora 
process of manufacturing the drug (European Commission 2009). The form of 
protection conferred by these secondary patents are often not as strong as that 
offered by the compound patent, as generic competitors may be able to “design 
around" the patents to avoid infringement (e.g., developing an alternative salt form 
of the drug, or by manufacturing the drug through a non-infringing process). In 
addition, many of these types of secondary patents may be subject to challenge on 
the grounds that they do not meet the basic criteria for patentability (Correa 
2007a). Data from the United States suggests that such challenges are often 
successful (Hemphill and Sampat 2011). 


Still, even where a compound patent does not exist or has expired in a particular 
jurisdiction, there may nonetheless be a legal risk of infringing one or more 
secondary patents that are in force. The question of whether it is possible for a 
generic competitor to “design around" a particular secondary patent, or whether 
such a patent is vulnerable to challenge in a country requires a highly technical case- 
by-case analysis of, among other things, the nature of the specific underlying 
technology, the scope of the patent claims, and the laws of the particular 
jurisdiction. As such, it is impossible to say as a general matter whether or not the 
presence of a secondary patent represents an actual obstacle to generic production 
and procurement. Precisely due to the highly technical nature of this evaluation and 
the time and cost of challenging secondary patents in each country where they may 
have been granted, the mere existence of these patents can potentially deter the 
production or procurement of a generic FDC even where the production or 
procurement of the FDC would not actually infringe the patent. 


7 The first patent claimin 
g the tenofovir compound was filed by the Academy of Sci 
former Czechoslovakia in 1986, mostly in developed countries. oe, ne 
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3.2.2 Patents on combinations 


A specific type of secondary patent is of special relevance in the evaluation of 
whether an FDC can be produced and procured as a generic: patents that cover the 
combination or a subset of the combination that is required in an FDC. In some 
Cases, a patent covering the specific combination of an FDC may be in force even 
where the patents on the individual compounds have expired. For example, 
although the compound patents for AZT (zidovudine) and 3TC (lamivudine) have 
individually expired, patents covering the combination of these two products (alone 
or with a third component) are in force in some LMICs. Depending on the breadth of 
the claims, such a patent may pose an obstacle to the procurement of a generic FDC 
of AZT/3TC, as well as the triple FDC of AZT/3TC/ABC or AZT/3TC/NVP. The two 
patents covering the combination of AZT/3TC are due to expire in 2012 and 2017. 


Patents on combinations represent a potentially significant challenge to the 
manufacture and procurement of the generic FDC, as it would be difficult to design 
around a patent covering the specific combination required in the FDC. These 
combination patents, like many other secondary patents, may be vulnerable to legal 
challenge (Correa 2007a; UNDP 20105), but to the extent that they are valid and in 
force in a country, may pose an additional obstacle to generic access. 


3.2.3. Impact of patent protection in producing and importing countries 


An additional layer of complexity must be taken into account in countries with 
insufficient domestic capacity to manufacture ARVs. Relatively few countries have 
the ability to manufacture ARVs domestically. These countries must thus import 
their ARVs from countries with the ability to make and export these drugs. For 
ARVs, the role of India takes special significance, as its generic manufacturers supply 
over 80% of ARVs taken in the developing world (Waning et al 20105). Where a 
country imports its ARV FDCs, the patent status of each component of the FDC, as 
well as potential patents covering the FDC itself, must be evaluated in both the 
importing country and the exporting country of manufacture. Even if there are no 
patent barriers in the importing country, the existence of even a single patent on 
just one component of an FDC in the country of manufacture could potentially be 
sufficient to prevent the generic supply of the entire FDC to the importing country. 


3.2.4 Impact of uncertainty over patent status 


Compounding the complexities discussed above is the fact that patent information 
relating to an FDC is often difficult, if not impossible, to obtain in many LMICs. Only 
some developing country patent offices have publicly available, fully searchable and 
regularly updated databases that can provide accurate information relating to the 
status of a pending application or the existence of a patent. In the face of such m 
uncertainty, there is a risk that a more expensive patented version ofa iin i 
be procured, even where there are in fact no patent barriers to agen ofa 
generic version in a country. Indeed, given that some FDCs are available only @s 


www.Med 


generics (€.g. TDF/3TC/EFV or ATV/r), such uncertainty could lead to the decision 


to forego the procurement of the FDC altogether. 


3.2.5 Impact of licences 


Even where there are patents over one or more of the active ingredients in an FDC 


or over the combination, licences may have been issued that authorise the 
manufacture or supply of a generic FDC in certain countries. Licences may be ofa 
voluntary or acompulsory nature. In the case of a voluntary licence, the patent 
holder authorises the licensee to perform certain acts, such as manufacture and sell 
a patented invention, under certain terms and conditions. This may include the 
payment of a royalty and may include a number of restrictions, including on the 
countries covered by the licence. Compulsory licences are granted by a government 
to an entity other than the patent holder to produce, import or sell a given product 
that is patented, in exchange for “adequate remuneration.” 


In order to get a better understanding of the extent to which the existence of a 
patent on certain compounds represents an actual barrier to the manufacture or 
supply of a generic version of an FDC, it is important to know whether those patents 
have been the subject of a licence and what is and is not allowed under those 


licences. 


3.2.5.1 Voluntary licences® 


Many originator ARV companies engage in voluntary licensing activities that allow 
for one or more generic manufacturers to make and sell a patented HIV medicine 
under a number of terms and conditions. Industry practices vary widely on this, 
with differences in, for example, geographical scope, royalty obligations, and the 
number and identity of licensees. Other restrictive terms can potentially be included 
in the licences that have an adverse impact on the ability of generic licensees to 
manufacture and sell freely, including, for example: restrictions on the FDCs that 
may be manufactured, or restrictions on the ability of the generic manufacturer to 
make its own active ingredient. However, due to the lack of publicly available 
information on the precise terms and conditions of most voluntary licences, a full 
analysis cannot be conducted.? 


® For the purposes of this report, "non-assert declarations" (issued by Boehringer-Ingelheim) and 
“immunity-from-suit agreements" (issued by Bristol Myers-Squibb) will be treated under the 
category of voluntary licences. Although voluntary licences, non-assert declarations and immunity- 
from-suit agreements have some key differences, for the purposes of this report, they are 

functionally identical in that they provide legal certainty for the generic manufacturer that it will not 
be sued for patent infringement under certain pre-defined terms and conditions. 

5 An exception to this are the licences negotiated through the Medicines Patent Pool, which makes all 
licence agreements publicly available on its website. See . 
http://www.medicinespatentpool.org/| LICENSING/Current-Licences 
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Due to the differences in voluntary licensing practices by different originator 
companies the existence of a voluntary licence for one or more compound in an FDC 
may not allow for the FDC itself to be manufactured, or may allow the FDC to be 
made available in some countries, but not others. Information that is publicly 
available on the voluntary licences relating to ARVs is provided in the Section 5.2. 


3.2.5.2 Compulsory licences 


In addition to voluntary measures such as those described above, countries have the 
right under the TRIPS Agreement to issue compulsory licences, provided that 
certain procedures are followed (Love 2001; WTO 2006). In 2001, WTO Members. 
agreed to the Doha Declaration on the TRIPS Agreement and Public Health, which 
(among other things) expressly recognised that each "Member has the right to grant 
compulsory licenses and the freedom to determine the grounds upon which such 
licenses are granted." Information on some of the compulsory licences that have 
been issued is provided in section 5.2. 


The Doha Declaration also recognised that the right of member countries to issue 
compulsory licences was not particularly helpful to those countries with insufficient 
domestic manufacturing capacity, due to restrictions in TRIPS on export of products 
made under a compulsory license. On 30 August 2003, the WTO General Council 
issued a decision (the 30 August Decision) intended to remedy this situation.” Thus 
far, only a handful of potential exporting members have implemented the 30 August 
Decision into their national laws, and there has only been one instance in which the 
30 August Decision has been used to export drugs under a compulsory licence to a 
country with insufficient manufacturing capacity."* 


The existence of one or more compulsory licences may, therefore, also impact on the 
possibility of a generic version of an FDC being made or sold in a given country. 


4 Methodology 


In order to determine the extent to which patents represent challenges for access to 
FDCs, an analysis was conducted, involving: (1) a selection of FDCs for review, based 
upon current WHO recommendations and public information on the FDCs that are 


10 Decision of the General Council of 30 August 2003, Implementation of Paragraph 6 of the Doha 
Declaration on the TRIPS Agreement and Public Health. The “temporary waiver of the ris was 
made into a permanent amendment to TRIPS in December 2005, under a new See wig 
amendment will become part of TRIPS upon ratification by at least two-thirds “pi e i 
11 [mn September 2007, Canada issued a compulsory licence under its ants bev ia a 
August Decision for export of a triple fixed-dose ARV combination to peice patios - 
Notification Under Paragraph 2(a) of the Decision of 30 August am ss sseiels wr 

Paragraph 6 of the Doha Declaration on the TRIPS Agreement and Fublic ( 


IP/N/9/RWA/1. 
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under development; (2) a review of the Patent Status Database for Selected aah 
Medicines, available at the Medicines Patent Pool website, to determine ene i 
any patents are pending or in force in the 75 LMICs included in the database; (3) a 
review of publicly available sources of information to determine whether any sf 
voluntary or compulsory licences were in effect for a given ARV or FDC in a speci i¢ 
territory; and (4) a review of country-level procurement data obtained from WHO's 
Global Price Reporting Mechanism. Each step of the analysis is described below. 


4.1 Selection of FDCs for review 


For the purposes of this analysis, the FDCs identified in Table 1 have been 
considered. In the first category, we have included FDCs that are recommended by 
the 2010 WHO treatment guidelines and for which there is currently at least one 
supplier. This includes 11 FDCs and will be referred to hereafter as Category 1 
FDCs. Secondly, are FDCs that are known to be currently under development, 
submitted for regulatory approval, or very recently approved (but not yet 
recommended), based on the public sources consulted for this paper. This includes 
7 FDCs and will be referred to as Category 2 FDCs. Lastly, are FDCs that could 
potentially be developed based on current WHO recommendations. Several 
combinations could be included in this latter category, including some that may only 
be possible as co-blister packs. For illustrative purposes, we have included only 4 
combinations in Category 3, and a more complete list is available from a joint 
document prepared by the Medicines Patent Pool, UNITAID and WHO (and 
endorsed by a large number of partners of the WHO/UNAIDS Treatment 2.0 
initiative) that was submitted to the WHO Expert Group on the Selection and Use of 
Essential Medicines. !4 


A fourth category, which has not been included in this paper, is that of combinations 
that are currently not under development and that are not currently recommended 
but that may hold potential. This may include, for example, combinations including 
new pipeline products.!3 It is important to note that the existence of intellectual 
property rights over one or more compound in a possible FDC is one of the reasons 
why certain co-formulations (FDCs or co-blisters) may not have been developed. 


'? A full list of FDCs and/or co-blister packs that would meet WHO recommendations is available in 


the document submitted to the WHO Expert Commi 
mitte : 
Medicivies avallabiene Pp e on the Selection and Use of Essential 


http://www.who.int/selection_medicines/committees/expert/18/policy/policy4/en/index.html 


13 See, for example, combinations with dolutegravir proposed by Boyd (2011) 
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Table 1: FDCs by Category 


Category 1 


Category 2 
TDF/FTC/ELV/COB 


Category 3 


ABC/3TC 


DRV/r 


ABC/3TC/NVP ABC/3TC/DLG TDF/3TC/NVP (QD) 

AZT/3TC LPV/r/3TC15 ETV +RAL +DRV/r 
AZT/3TC/NVP TDF/FTC/RIL16 TDF/FTC/ATV/r 
AZT /3TC/ABC DRV/COB17 

TDF/3TC ATV/COB?8 

TDF/FTC GS-7340/FTC/DRV/COB19 
TDF/3TC/EFV 
TDF/FTC/EFV 

LPV/r 


ATV/ri4 


4.2 Sources of patent data 


Once the target FDCs (and the individual compounds necessary for these FDCs) 
were identified, an analysis of the patent status was conducted using the Patent 
Status Database for Selected HIV Medicines, publicly available on the Medicines 
Patent Pool website.2° The Patent Status Database provides information on the 
patent status of some key patents on selected ARVs in 75 LMICs from a total of 40 
national and regional patent offices. 


The data made available in the database was obtained from and cross-checked 
between a variety of sources, including many local patent offices that agreed to 
make this information available via the World Intellectual Property Organization 
(WIPO). However, the information in the database should not be considered a 
complete and authoritative source of patent information on ARVs. It provides a 
snapshot at a particular point in time based on the information that was available to 
the Medicines Patent Pool. 


14 Approved by the US Food and Drug Administration in November 2011: a 
http://www.fda.gov/ ForConsumers/ByAudience/ForPatientAdvocates/H [VandAIDSActivities/ucm2 
80673.htm | 

15 See: http:/ /www.abbott.com/press-release/201 1-july15.htm = 

16 Approved by the US Food and Drug Administration in August 2 -—— 

http:/ iN rw. fd a.gov/ForConsumers/ByAudience/For PatientAdvocates/HIVan dAIDSActivities/ucm2 
67592.htm 

17 See: http://www.gilead.com/pr_1 580287 

18 See: http://www.gilead.com/pr_1621754 

19 See: http://investors.gilead.com/phoenix.zh 
newsArticle&ID=1630785&highlight= 

20 Available at: http://www.medicinespatentpoo 


tml?c=69964&p=irol- 


l.org/patent/search 
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f the data is that it does not identify all relevant patents or 

hat may exist for a given ARV or FDC. As an ar nce 
often a large number of applications for secondary patents that are file or di 
granted. Additionally, given the dynamic nature of the patent prosecution a 
maintenance process, there is the possibility that the status of a given Bare or 
patent application may have changed since the last time It was updated. or 
example, a patent that appears as "granted" or a patent application that appears as 
"filed" may have expired or lapsed, or may have been withdrawn, rejected, 


amended, revoked or opposed. 


One key limitation 0 
patent applications t 


Finally, although the Patent Status Database is, as far as we are aware, the most 
comprehensive collection of patent status information of ARVs in LMICs, there area 
large number of countries for which the database has incomplete information, or no 
information at all. The Medicines Patent Pool, in cooperation with WIPO, national 
patent offices, and others, is working to expand the number of countries for which 
patent information is available. 


4.3 Sources of data on voluntary and compulsory licences 


Information on voluntary and compulsory licences was compiled from a number of 
publicly-available sources, including patent-holder websites, government websites, 
news sources, and reports compiled by experts. However, it should be noted that the 
information is incomplete in several respects: for nearly all voluntary licences, many 
key terms and conditions are kept confidential and cannot be independently 
verified. 


For compulsory licences, many governments have issued government use orders 
through procurement letters, but detailed information on these letters is not 
publicly available; one study of such letters found that over 60 countries had made 
use of TRIPS flexibilities to access generic medicines, but does not provide details 
regarding the specific medicines or dates of validity (‘t Hoen 2009). In addition, it is 
unclear whether some compulsory licences, especially those that were issued 
several years ago, are still in effect. 


4.4 Sources of data on country-level procurement decisions 


Country level procurement data was gathered through the World Health 
Organization's Global Price Reporting Mechanism (GPRM), a web-based database 
containing information on donor-funded procurement of commodities, including 
those for HIV/AIDS; data is available on ARV procurement from 2003 to the 
present.’ This information was used to determine whether, and to what extent, 
LMICS were procuring generic products despite the potential existence of a patent 


barrier. It is important to note, however, that procurement data from many 
countries are not included in the database. 


21 Available at: http://apps.who.int/hiv/amds/price/hdd/ 
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4.5 Sources of data on number of quality-assured suppliers 


Information on the number of quality-assured suppliers was obtained from the 
website of the WHO Prequalification Program. For the purpose of this document 


quality assured sources refer to those compliant with the Global Fund’s Quality 
Assurance Policy. 


5 Overview of the patent situation for selected compounds and 
FDCs in Low and Middle Income Countries 


5.1 Summary of patent status of individual compounds 


The following provides a summary of the patent status of individual compounds that 
are part of the FDCs included in Categories 1, 2 and 3 as defined above 


Abacavir (ABC): The compound patent for abacavir appears to have expired in 2010 in 
many countries. There are, however, secondary patents, such as those on the hemi-sulfate 
salt and the oral solution for paediatric use, which are either pending or granted in several 
LMICs. 


Atazanavir (ATV): Compound patents on ATV are either granted or pending in several 
jurisdictions, including key producing countries (e.g. AR, BR, CN, IN, KG, MY, PH, TJ, TH) A 
formulation patent on the bisulfate salt and a process patent have been filed or granted in 
many LMICs. 


Cobicistat (COB): Cobicistat is an investigational pharmacokinetic enhancer and is in phase 
[II clinical trials. Compound and formulation patents on cobicistat have been filed and are 
pending in many LMICs, including, for example, AR, ARIPO, BR, CN, EAPO, IN, MO, MX, OAPI, 
VN and ZA. 


Darunavir (DRV): Patents on DRV appear to be in force in few LMICs, including, for 
example, BR, CN, MX and VN. There area number of other patents relating to DRV, 
including on a pseudopolymorph, a preparation of key intermediates and on the 
combination with ritonavir, that might potentially act as a barrier to production or sale of 
generic versions in some additional countries (e.g. pseudopolymorph patent granted in 
African countries that are members of ARIPO). 


Dolutegravir (DLG or GSK-572): DLG is an investigational integrase inhibitor and is in 
phase III clinical trials. The compound patent has been granted or is pending reaeeag 
LMICs, including AM, ARIPO, CN, CO, EAPO, IN, ID, OAPI, PH, RU and ZA. There is also a 
process patent and a patent on an intermediate, which have been filed in many countries. 


nz are in force in a few LMICs, namely, AR, 


— : favire 
Efavirenz (EFV): Compound patents on ¢ @ ikely to expire in 2012 or 


BR, CL, CN, TH, UA and ZA based on available information and are | 
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2013. There do not appear to be any compound patents in most ai sibs — 
aaa i ioni tly available on other pa ents, 

ation is available. No information is curren ; on¢ 

pi 2 patents for EFV, although patents on EFV in combination with TDF and FTC are 


pending in many jurisdictions. 


Elvitegravir (EVG): EVG is an investigational integrase inhibitor in phase II clinical trials. 
There are compound patents granted or pending on EVG in several LMICs, including AR, BR, 
CL. CN, CO, IN, MY, MX, PE, PH, RU, VN and ZA. There are also formulation patents on the 


crystal form. 


Emtricitabine (FTC): The compound patent for emtricitabine appears to have expired in 
many countries in 2010. There are, however, some formulation patents, which have been 
granted in several countries with Global Fund grants. 


Etravirine (ETV): There are compound patents granted or pending on ETV in many 
developing countries including ARIPO, AM, AR, BR, CL, CN, EAPO, ID, KG, MY, MX, OAPI, PH, 
RU, TJ, UA, VN and ZA. There are also patents on new forms, which have also been filed in 
many countries. 


GS-7340: This is a prodrug of tenofovir that is currently under development (phase II). No 
patent status information was available at the time of preparing this paper. 


Lamivudine (3TC): The compound patents on 3TC appear to have expired in 2010 in many 
countries. There are formulation patents on the crystal form and on a new formulation, 
which have been granted in several LMICs. There are many generic versions of 3TC, alone or 
in combination, on the market and there appear to be limited patent barriers on its 
production or sale of the single-ingredient product. 


Lopinavir (LPV): The compound patents on LPV appear to be pending or granted in some 
countries, including, AR, BR, CN, CO, MX, PH, TH and ZA. In addition, there are patents on 
LPV/r as soft gel caps and as a tablet formulation, which are patented in many developing 
countries. 


Nevirapine (NVP): The compound patents appear to have expired in 2010 in most 
countries. There are, however, formulation patents, such as those on the hemihydrate 
formulation or the extended release formulation, which have been filed or granted in many 
countries. 


Rilpivirine (RIL): RIL received regulatory approval in early 2011. There are compound 
patents that cover RIL that are granted or pending in a large number of countries, including 
AR, ARIPO, BR, CL, CN, IN, JO, LK, MX, MY, OAPI, PA, PH, UA, VN and ZA. There are also 
patents on salt forms of rilpivirine that have been granted or are pending in many 
developing countries. 


Ritonavir (RTV): Compound patents on RTV appear to be in force in few LMICs (e.g. MX 
and PH). There are, however, formulation patents on the crystalline polymorph that are 
pending or granted in a number of middle-income countries. There are also patents that 


cover the combination with LPV and/or other protease inhibitors in a number of 
jurisdictions. 
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Tenofovir Disoproxil Fumarate (TDF): The original patent on tenofovir has expired, but 
there are patents covering the disoproxil prodrug and/or the fumarate salt in a a i 
jurisdictions (e.g. CN, ID, MX). A process patent has been granted in India and other patent 
are pending while others have been rejected. Patents on the combination with FTC — . 4 
RIL are also granted or pending in several countries. ) 7 


Zidovudine (AZT): The main patent on AZT expired in 2006 and the product is widel 
available as a generic. There do not appear to be any patent barriers for the sompaunite a 
stand-alone product. There are, however, patents in certain developing countries on AZT 
combined with other compounds. 


5.2 Summary of licences over individual compounds 


The following provides a summary of the voluntary licences (table 2) and 
compulsory licences (table 3) for which there is public information. 


Table 2: Summary of known existing voluntary licences on relevant ARVs 


Abacavir* Several (exact number | Sub-Saharan Africa, Low - Compound patent generally 


unknown) Income Countries (LIC) expired but licence likely 
and LDCs (69 countries) includes formulation patents 


-.- Detailed terms and conditions 
Darunavir 


are confidential 
- Structured as immunity-from- 
suit agreements 

- Detailed terms and conditions 
are confidential 
Licence granted to the 
Medicines Patent Pool is public 


Sub-Saharan Africa and 
India (47 countries) 


103 countries and semi- 
exclusive licences 
covering an additional 
nine countries 
Sub-Saharan Africa, LDCs 
and India 


Several (all based in 
India) 


- The licence appears to provide 
the right to register, distribute 
and package (but not 
manufacture) for one company 
and for manufacturing the 
formulation (not the active 
pharmaceutical ingredient) to 
another 

- Detailed terms and conditions 
are confidential 

- While a commitment to license 
was announced in July 2010, no 
licence appears to have been 
pranted to date 

- Detailed terms and conditions 


South Africa and 10 other | 
countries in Sub-Saharan are confidential 
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Dolutegravir* 
(also known 
as GSK 572) 


Number of licensees 


Several (all based in 
India) 


Geographical Scope 


100 countries and semi- 
exclusive licences 


covering 9 additional 


Elvitegravir 
countries 
Emtricitabine | 13 licensees 112 countries 
- Licence granted to the 
Medicines Patent Pool is 


Etravirine Two Sub-Saharan Africa - Licence is for registration and 
distribution (not 
manufacturing) 

- Detailed terms and conditions 
are confidential 


GS-7340 None - Compound still in phase II and 
no licences available as yet 


Lamivudine* | Several (exact number | Sub-Saharan Africa, LICs - Compound patent expired but 
unknown) and LDCs (69 countries) licence likely includes 
formulation patents 
- Detailed terms and conditions 
are confidential 


oe 
announced on this product 
unknown countries declarations 
LICs information about these licences 
Expanded in late 2011 to - Detailed terms and conditions 
include 112 countries are confidential 
announced on this product 
Medicines Patent Pool is public 
formulation patents 
- Detailed terms and conditions 
Patent Pool 
Sources: Websites of companies and public information 


- Licence granted to the 
Medicines Patent Pool is public 


- Structured as an immunity- 
from-suit agreement in 
tenofovir license 


Zidovudine* Several (exact number | Sub-Saharan Africa, LICs - Compound patent expired but 
unknown) and LDCs (69 countries) 
are confidential 


licence likely includes 
* Indicates compounds which are the subject matter of current negotiations with the Medicines 


Table 3: Summary of known compulsory licences on relevant ARVs 


(2002 | 
2003 
AZT, 3TC/AZT 


(2004 | 
3TC, NVP 
3TC, NVP 
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Zimbabwe 


Indonesia 


2004 Mozambique 3TC, NVP 
200 J onicc! eames 6: 
SCG TASTE. ARVs rardousl 


ES SS 
Svereewerede es ARS various 


5.3 Analysis of patent status of FDC 


The analysis that follows draws information from the preceding sections and seeks 
to summarise the potential IP-related challenges that may exist with respect to the 
three categories of FDCs that are being considered in this paper. The main focus is 
on the extent to which patents on individual compounds in the FDCs, or on the 
combinations, may constitute barriers to the development or uptake of the FDCs, 
taking into account existing (voluntary and compulsory) licences. Wherever 
possible, potential challenges relating to both the production and the 
sale/importation of the FDCs have been mentioned. The tables draw from the 
publicly available sources described above. 


A more detailed analysis of three specific FDCs based on publicly available 
information is provided in the following section. 
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Table 4: Patent Status of Category 1 FDCs 


IP-Related Challenges 


FDCs 
Category 1 


ABC/3TC and 
ABC/3TC/NVP 


- There are three quality-assured producers” for this FDC (only two for 


the paediatric formulation) 

- Compound patents for all three compounds have generally expired in 
most developing countries 

- Formulation patents for ABC (hemi-sulfate salt and oral solution for 
paediatric salt), for 3TC and for NVP (hemihydrate formulation) may 
pose barriers in some jurisdictions, depending on local patentability 
standards 

-  Incountries where patents on ABC formulations are in force and that are 
not included in the ABC licence, there may be barriers to the 
procurement of the generic FDC 


There are many quality-assured products of these FDCs on the market 

- Patents for all three compounds have expired 

- There are some secondary patents that might possibly act as a barrier in 
countries not covered by either the licences or agreements not to sue on 
the various individual compounds 

- Combination patents on AZT/3TC have also been granted in some 
countries 

- Inpractice, however, there appear to be limited intellectual property 

barriers on these FDC 


AZT/3TC and 
AZT/3TC/NVP 


AZT/3TC/ABC There are four quality-assured suppliers for this FDC currently on the 

market 

- Patents for all three compounds have expired 

- Secondary patents, particularly for ABC, could act as a barrier for the 
production or sale of the product in countries not covered by the ABC 
licence 

- Combination patents on AZT/3TC have also been granted in some 
countries ; 


TDF/FTC23 and 
TDF/3TC 


There are five quality-assured products on the market for these two FDCs 

- Compound patents on FTC have expired and patents on TDF have been 
granted in a few LMICs (CN, MX and ID, but the latter is covered by TDF 
licences) 

- Secondary patents on FTC and a process patent for TDF in India could 
potentially be a barrier in countries not covered by TDF and FTC licences, 
depending on local patentability standards and processes used by generic 
manufacturers 

- Apatent on the TDF/FTC combination has been filed and granted in 

many developing countries and might also be a barrier to production or 

sale of generics 


Sale of FDC by some suppliers may be limited to countries covered b 


22 For the purpose of this document i 
, quality assured sources refer to tho i i 
Fund’s Quality Assurance Policy wei ech! 


*? In line with the WHO treatment guidelines, FTC and 3TC have been treated as interchangeable for 


this analysis, as their patent situation al i 
as SO appears to be fairly similar (compo i 
some formulation patents in developing countries) ; tae 
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FDCs 
Category 1 


i rs iicenceson TDF 


TDF/FTC/EFV and - There are three quality-assu i 

Soe eel Raeanlba ache q y red suppliers for TDF/FTC/EFV; and one for 

- Product patents for at least one of the compounds in a limited number of 
LMICs (e.g. AR, CL, CN, MX, UA) could be potential barriers for generic 
production or sale in those countries 

- Formulation patents on FTC and a process patent for TDF in India could 
potentially be a barrier in countries not covered by TDF/FTC licences, 
depending on local patentability standards and processes used by 
generics 

- Patents on the triple combination and the TDF/FTC combination have 

also been filed in many countries and granted in a few and may 

potentially act as a barrier, depending on local patentability standards 

Sale of FDC by some suppliers may be limited to countries covered by 

licences 


IP-Related Challenges 


There are currently four quality-assured products on the market 

- Patents for at least one of the compounds of this FDC are granted or 
pending in some countries (AR, BR, CN, CO, EC, MX, PH, TH and ZA) 

- Compulsory licences have been issued in some countries for this product 
or combination 

- Patents on the LPV/r soft-gel caps and tablet formulations have also been 
granted or are pending in a number of additional developing countries, 
which may act as barriers to production or sale in some countries (e.g. 
AM, AZ, DO, GE, GT, KG, LK, RU, TJ, UA) 

- Novoluntary licences on this FDC or its components have been publicly 

announced 


There is currently only one supplier for this FDC 

- Patents granted or pending for at least one compound may act as a 
barrier to generic competition in some LMICs (e.g. AR, CN, KG, IN, MX, MY, 
PH, TJ, TH) for which no licences appear to be currently available. This 
includes several key producing countries. 

- Secondary patents (e.g. ATV bisulfate salt or RTV crystalline polymorph) 
could be a potential barrier, depending on local patentability standards 

- There are also patents on RTV combined with protease inhibitors in 
many countries 

- Sale of FDC may be limited to countries covered by the ATV licences (47 


countries) 
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Table 5 - Patent Status of Cate 2 FDCs 


FDCs IP-Related Challenges 
Category 2 


TDF/FTC/EVG/COB 


— Product known as “the Quad” is currently in phase III clinical trials ) 

- Compound patents for COB and EVG generally pending (or granted) in 
many countries (e.g. AM, ARIPO, CN, CO, EAPO, IN, ID, OAPI, PH, RU and 
ZA), including key producing countries 

- Licences granted to several Indian licensees for COB, EVG and the Quad in 
103, 100 and 100 countries, respectively, through the Medicines Patent 
Pool 

- Possible barrier to production of generics outside of India and for sale in 

countries not covered by the licences, if pending patents for EVG and COB 

are granted 

- Combination currently under development and includes investigational 
integrase inhibitor DLG 

- Patents on DLG (compound, processes and intermediates) have been filed 
or granted in a large number of LMICs, including main producing 
countries 

- Secondary patents on ABC (hemisulfate salt and composition for 
paediatric use) also granted in some countries 

- Patents on DLG as well as formulation patents on ABC and 3TC could 

notentially act as a barrier to production or sale for this FDC 

- Combination announced as being under development 


ABC/3TC/DLG 
- Patent information and potential challenges relating to this FDC are 


LPV/r/3TC 
similar to those explained above for LPV/r 


DRV/COB Combination announced as being under development 
- Compound patents pending in many countries for COB and some 
secondary patents have been granted for DRV 
- Possible barrier to production of generics outside of India and for sale in 
countries not covered by the COB licenses 


TDF/FTC/RIL Combination recently obtained regulatory approval from the US FDA (no 

generic suppliers yet) 

- Compound patents on RIL have been filed or granted in many developing 
countries, including most key producing countries 

- More limited patent coverage for TDF and FTC 

- Expansion of licence on RIL to 112 countries announced in late 2011. 
Likely barriers for production and sale of RIL in countries outside those 
territories 

- Combination patents on TDF/FTC and for TDF/FTC/RIL have been filed 
“i many LMICs, including many not covered by existing voluntary 
icences 


ATV/COB - Combination announced as being under development 
Compound patents pending in many jurisdictions for COB and patents 
granted or pending in a number of jurisdictions for ATV. 

Limited information on any combinations patents that may cover ATV/r 
or more generally ritonavir in combination with any protease inhibitor 
(likely from country to country depending on patentability standards and 
the claims granted for individual patents 

Combination under development 
While there are limited patent barriers relating to FTC and DRV, patents 
are pending in many countries for COB. : 

Patent status of GS-7340 is not known 


GS- 
7340/FTC/DRV/C 
OB 
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Table 6 - Patent Status of Category 3 FDCs24 


FDCs IP-Related Ch 
Category 3 


DRV/r - Not currently on the market but recommended by WHO as part of a 
possible third-line regimen 
. Patents for at least one compound appear to be in force in some 
countries, including BR, CN, MX, PH and VN, which are not covered by 
existing licences 
- Secondary patents could act as barriers in some additional countries 
, depending on local patentability standards 
- There are also patents on RTV in combination with protease inhibitors 
that have been filed or granted in many countries 
ETV +RAL + DRV/r An FDC or co-blister pack for third-line currently does not exist 


- While it may not be possible as an FDC, a co-blister pack could form part 
TDF/3TC/NVP (QD) 


of a treatment regimen if clinically appropriate 

- Nevertheless, there appear to be strong patent barriers for a third-line 
generic regimen 

- Compound patents for ETV and for RAL have been granted in many 
countries including key producing countries 

- Voluntary licences for ETV and RAL appear to have a limited geographical 
scope (only for distribution in Sub-Saharan Africa (SSA) for ETV and for 
SSA and LICs for RAL) 

- Secondary patents on all four compounds have also been granted or are 
pending in many countries and could act as a barrier to generic 

production or sale 


Not currently on the market, but recent approval of extended release NVP 

could make this a potentially interesting combination for first-line 

(possibly as a co-blister pack) 

- Patents on TDF ina few countries (CN and MX) and a TDF process patent 
in India may pose barriers to generic competition 

- Patent on the NVP extended release formulation is pending in many 
jurisdictions (and granted in a few, e.g. South Africa) and could act as a 

barrier, if granted 


Not currently on the market as an FDC 

- Patents granted or pending for at least one compound may act as a 
barrier to generic competition in some LMICs (e.g. AR, CN, KG, IN, MX, MY, 
PH, TJ, TH) for which no licences appear to be currently available. This 
includes several key producing countries. 

- Secondary patents (e.g. ATV bisulfate salt or RTV crystalline polymorph) 
and on the combination TDF/FTC could be a potential barrier, depending 
on local patentability standards 3 they 

- There are also patents on RTV combined with protease inhibitors 

- Sale of FDC, if developed, may be limited to countries currently covered 


by the ATV licences (47 countries 


TDF/3TC/ATV/r 


i ow i 
24 Additional FDCs and/or co-blister packs 
document submitted to the WHO Expert Co 


vailable at: 
nine fenve svho.int/selection medicines /committees/expert/18/policy/policy4/en/index.him 


that would meet WHO recommendations are available in 
mmittee on the Selection and Use of Essential Medicines 
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5.3.1 Detailed case studies 


In addition to the summary analyses above, we offer here detailed case ee 
three FDCs to illustrate the ways in which compound patents, secondary pate 
(including combination patents), and licenses interact to create or ee : 
barriers to generic FDCs. Patent and licensing situations vary tremen es y ie 
compounds and FDCs; we chose these case studies to illustrate the breadth of issue 
that may arise, but these findings should not be extrapolated to all FDCs. We — 
analysed the patent situation in the 126 countries that are recipients of active Globa 


Fund grants (across all disease areas).2° 


Table 7: Existing first-line FDC recommended by WHO: TDF/FTC/EFV 


Total number of countries with Global Fund grants 


-In which some ARV patent data is available 


3 | -In which ARV patent data is not available, therefore patent situation is 
uncertain 


-In which insufficient information is available to make a determination 


or compulsory) are available for the FDC 


----Of these 43, # of countries where IP barriers to accessing the generic 


FDC may exist 

----Of these 15 where a barrier may exist, # of countries that seem to 
have overcome the barrier to purchase a generic version 
Of the 43 countries where any patents exist on TDF/FTC/EFV, # of all 


countries where at least one of these is a basic*** patent 


----Of these 43, # of countries where combination patents have been a3 
pranted 


10 | ----Of these 43, # of countries where combination patents are pending 
*this includes countries in which the status of one or more of the patents relevant to this FDC is 
unknown as well as countries for which no data is available in the Patent Status Database 

**includes compound patent and any secondary patents (e.g. processes, salts, polymorphs, method of 


use) that are included in the Medicines Patent Pool Patent Status Database; includes patent 
applications filed or granted 


***compound patents confer a stronger level of protection than secondary patents 


*° http://portfolio.theglobalfund.org/en/Home/Index (accessed in September 2011) 
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Table 8: Existing second-line FDC recommended by WHO: LPV/r 


Total number of countries with Global Fund grants 
-In which some ARV patent data is available 


3 | -In which ARV patent data is not available, therefore patent situation is 


ial 

za 

EE uncertain 

E: 


— 


1 
z 


wis 


-In which insufficient information is available to make a determination 


NI 
as 


re LPV/r* 
5 | Of the 75 countries for which patent data is available, # of countries 26 
where any** patents exist on LPV, r, or the combination of these ee 


or compulsory) are available for the FDC 


bee ----Of these 26, # of countries where relevant licenses (either voluntary 
----Of these 26, # of countries where IP barrier to accessing the generic 


FDC may exist 


----Of these 25 where a barrier may exist, # of countries that seemto | 7 
have overcome the barrier to purchase a generic 


ae 

one of these is a basic *** patent an 

ie ----Of these 26, # of countries where combination/formulation patents 16 

have been granted 

----Of these 26, # of countries where combination/formulation patents 
pending 

*this includes countries in which the status of one or more of the patents relevant to this FDC is 

unknown as well as countries for which no data is available in the Patent Status Database 

**includes compound patent and any secondary patents (e.g. processes, salts, polymorphs, method of 

use) for which information is included in the Medicines Patent Pool Patents Status Database; includes 

patent applications filed or granted 

***compound patents confer a stronger level of protection than secondary patents 
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Table 9: FDC that is currently under development: ABC/3TC/DLG 


Total number of countries with Global Fund grants 
-In which some ARV patent data is available _— 


3. | -In which ARV patent data is not available, therefore patent situation Is 
uncertain 


4 | -In which insufficient information is available to make a determination 


Of the 75 countries for which patent data is available, # of countries 
where any** patents exist on ABC, 3TC, DLG or the combination of these 


_.--Of these 72, # of countries where relevant licences (either voluntary 
are available for the FDC | 
_---Of these 72, # of countries where IP barrier to accessl 


ng the generic 


Of the 72 where any patents exist on ABC/3TC/DLG, # of countries where 
at least one of these is a basic*** patent 


NMoedicinesPatentPool org 


.\ —_—— _ PLAINA 
Vue Wi Ww 


A CPHE - SOCH. “+ . 


Koramanqata Pe 


7 o ) 
a SOP Mtn oe AS Y/ 


— 


44** natents have been 


_.--Of these 72, # of countries where secondary 


sranted 

_..-Of these 72, # of countries where secondary patents are pending 
*this includes countries in which the status of one or more of the patents relevant to this FDC is 
unknown as well as countries for which no data is available in the Patent Status Database 
*tincludes compound patent and any secondary patents (e.g. processes, salts, polymorphs, method of 
use) for which information is included in the Medicines Patent Pool Patents Status Database; includes 
patent applications filed or granted 

***compound patents confer a stronger level of protection than secondary patents 

****this includes only formulation patents, but not any 


The analyses above demonstrates how patents on various compounds in an FDC can 
have an additive effect. That is, patent barriers for an FDC can be multiple times 
what they may be for any single component within the FDC. A patent on any single 
compound within the FDC can be blocking, even if the other compounds in the 
combination are not patented. The problem is magnified even further due to the 
existence of combination patents. For example, for the combination of LPV/r, we 
found patents or pending patent applications on LPV in 8 countries and on RTV in 2 
countries, but combination patents in 25 out of the 75 for which data was available. 
A summary table is provided below. 


Table 9. Illustration of additive effect of patents within an FDC: Number of 
countries with any patent or patent application 


FTC Secondary patents (incl. 
compound | compound | compound combination patents) 

Patents or patent 2 10 36 

SR SS eek 


Secondary patents (incl. 
combination patents) 


AB 

C/3TC/DLG mm . DLG Secondary patents (incl. 
poun compound | compound combinati 

i i Re meen 


Further, the lack of information on patent status in many countries creates 
uncertainty and highlights the need to continue to enhance patent tran 
this field. In the three cases studied above it was not possible to make ay ea 
preliminary assessment of the extent to which there may be patent eee in many 
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countries (73, 74 and 80 respectively) given the lack of information on the patent 
status, including in many countries not covered by current licences. 
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6 Conclusions 


The analysis conducted offers four broad conclusions: 
(1) patents on individual compounds, on various secondary features of those 


compounds, or on combinations of compounds, may pose significant 
challenges to the development and uptake of existing and future FDCs in 
many LMICs; 

(2) the potential barriers vary between FDCs, and are stronger In relation to 
FDCs that are currently under development (i.e. for the next generation of 
products) but also exist in some countries in relation to existing FDCs; 

(3) the lack of publicly available, fully searchable and regularly updated 
information regarding patent status in many countries creates significant 
legal uncertainty regarding countries’ ability to produce or procure generic 
FDCs; and 

(4) despite the existence of potential patent barriers to the uptake of FDCs, 
licences and other mechanisms have made it possible to overcome such 
challenges for certain products in some countries, but not for others. 


According to the analysis in this paper, of the 11 WHO-recommended FDCs that are 
currently on the market, there may be patent barriers for the procurement of 
generic versions in certain LMICs in relation to at least 9 of them. Further, there 
appear to be patent barriers in a number of LMICs for the development and use of 
all FDCs that are currently under development. 


Lack of reliable patent data is problematic because of the considerable legal 
uncertainty it causes. Such uncertainty could deter cautious countries or 
international procurement agents from buying lower-cost generic versions of FDCs, 
even if in reality there are no blocking patents in a country. In a large number of 
LMICs, insufficient information was available to make a determination regarding the 
existence or extent of patent barriers: this was the case for 73 countries for 
TDF/FTC/EFV; 74 countries for LPV/r; and 80 countries for ABC/3TC/DLG. These 
gaps in publicly available patent information underscore the importance of 


continuously improving patent databases, and increasing the transparency of the 
patent system. 


In addition, it may be challenging for procurement agents to obtain and accurately 
synthesise up to date information on patent status and relevant licences 
surrounding a particular FDC. Assessing the patent situation requires synthesising 
information regarding both compound patents and potentially a broad range of 
secondary patents, including any combination patents that may be relevant. It also 
requires checking the voluntary licensing policies of up to four different patent 
holders, and these policies are likely to vary in terms of which countries, which 
compounds, and which combinations are included and /or any other restrictions 
that maybe included that could affect procurement. Currently, there is no uniform, 
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The existence of licences, either voluntary or compulsory, has helped to overcome 
identified IP barriers in some instances. However, when oe or three different 
patent-holders are involved, the situation becomes more complicated, as variations 
in licensing policies can mean that one component within an FDC aa be accessed 
as a generic but not the other in a given country. The extent to which licensing 
helped to overcome IP barriers also varied by product and for many countries 
existing licences were insufficient to clear the legal path for the FDC, while for 
others, information was insufficient to make a determination. . 


A number of countries in which we had identified potential IP barriers to a 
particular FDC nevertheless had procured generic versions of such drugs. The 
extent to which this actually occurs is difficult to assess, as data on individual 
procurement transactions is not available from many countries (e.g. many middle 
income countries) and may depend on many issues including, for example, extent to 
which patent holders enforce their patents in different jurisdictions, level of risk 
aversion of different countries, procurement agencies or generic companies, 
strength of the granted/filed patents and use of various flexibilities by different 
countries (e.g. government use provisions). 


In September 2011, the Global Fund Market Dynamics and Commodities (MDC) Ad 
Hoc Committee discussed the possibility of establishing incentives for greater 
utilisation of FDCs (e.g. by Global Fund grantees), which could potentially help spur 
the development of needed FDCs that are not currently on the market and enhance 
uptake of existing ones. However, due to the patenting of many antiretroviral (ARV) 
drugs in many LMICs, the ability of ARV manufacturers to make - as well as the 
ability of countries to procure - certain FDCs will likely be limited in some cases. 
More widespread public health-oriented licensing with improved and transparent 
terms and conditions would help to address this issue. The Medicines Patent Pool, a 
voluntary licensing mechanism with a mandate to negotiate licences from a public 
health perspective, is designed to facilitate the development and broader uptake of 
FDCs by making available the relevant intellectual property in a coordinated, | 
transparent and predictable manner. This was a key rationale behind UNITAID's 
decision to support its establishment in 2010. 
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